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The renal community has often argued that, indeed, trials concerning dual RAAS blockade performed to date did not show benefits of this therapeutic approach, but in fact they were not designed to show renal benefit in carefully selected patients with well -defined renal disease. Hence, nephrologists were waiting for the results of the Veterans Affairs Nephropathy in Diabetes (VA NEPHRON -D) study. 4 In brief, the trial was performed exclusively in proteinuric patients with diabetic nephropathy (glomerular filtration rate [GFR] ranging from 30 to 89.9 ml/min/1.73 m 2 , with patients equally distributed within the CKD stages: 2, 3a, and 3b). Patients were randomized to treatment with losartan (50-100 mg) plus placebo vs. losartan combined with escalated doses of lisinopril (10-20-40 mg). It should be emphasized that the trial incorporated detailed guidelines for investigators on how to proceed with subjects with any risk of hyperkalemia (the main "acute" threat of using dual RAAS blockade). Despite a precisely defined study group, careful methodology, and appropriate safety measures, the VA NEPHRON -D trial also failed to demonstrate any significant benefit from dual blockade of the RAAS in terms of nephroprotection and cardiovascular endpoints. As in many previous studies in the field, patients treated with dual RAAS blockade more frequently developed acute kidney injury and significant hyperkalemia. 4 We think that a word of caution is needed before concluding on the safety of dual RAAS blockade because short -term safety of a carefully supervised small -size study group may not be reflected by large -scale, long -term clinical trials, or-particularly-everyday clinical practice.
The overall sound of the paper of Lizakowski et al.
1 is still in favor of dual RAAS blockade (although they acknowledged limitations of this approach). However, we wonder whether the studies by Lizakowski et al. 1 and Fried et al. 4 herald the end of the "dual-blockade" era and we can now put the nail in the coffin or whether there is still place for additional concepts, projects, and trials in this interesting research field. The question of whether the results obtained in proteinuric diabetic patients with quite advanced CKD (the VA NEPHRON -D study population) would be the same in proteinuric nondiabetic patients with early CKD (as in the study by Lizakowski et al.)
1 still remains open. For many years, it has been argued that pleiotropic effects of the RAAS blockade are at least
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kidney disease as it was in the case of the VA NEPHRON -D study, 1 and that the groups receiving combination therapy had lower blood pressure than those using monotherapy. It is hard to fully agree with the opinion of Stompór and Undas 2 that VA NEPHRON -D excluded the advantage of combination therapy over monotherapy in terms of nephroprotection. Similar to the findings of ALTITUDE and ONTARGET (analysis of the subpopulation with albuminuria), dual RAAS blockade in VA NEPHRON -D reduced albuminuria more effectively than monotherapy. Moreover, the analysis of the results obtained before the premature closing of the trial revealed a trend towards a lower risk in the combination--therapy group than in the monotherapy group for the secondary endpoint, namely, a decrease in the estimated glomerular filtration rate or incidence of end -stage renal disease. This trend was observed despite a higher incidence of hypotension and acute renal failure in the study group, which may have an adverse effect on renal function over a longer period of time. Because the study was stopped prematurely with a fraction of the planned accrued events, a potential benefit of combined therapy cannot be entirely excluded.
Given the high risk of serious complications confirmed by those studies, dual RAAS blockade cannot be treated now as the therapy of choice in patients with proteinuria. Furthermore, it appears to be contraindicated in most patients, especially in those with type 2 diabetes who were the target population in the above studies. In our opinion, however, the various forms of dual RAAS blockade may be an interesting alternative in a population of patients with nondiabetic kidney disease, high blood pressure, proteinuria, and good renal function, while maintaining low potassium intake and rigorous control of serum potassium levels. In such a population of patients, dual RAAS blockade may be safe as evidenced by many years of our clinical practice and results of our study.
2 To confirm the protective effect of the dual RAAS blockade on the kidneys, studies in a well -defined population of patients should be designed. This task, however, may be a challenge too difficult to implement. Corresponding author Sławomir Lizakowski, MD, PhD, ul. Dębinki 7, Katedra i Klinika Nefrologii, Transplantologii i Chorób Wewnętrznych, Gdański Uniwersytet Medyczny, 80-211 Gdańsk, Poland, phone: +48 -58-349 -25 -05, fax: +48 -58-346 -11 -86, e -mail: slizak@gumed.edu.pl as important as blood pressure lowering in protecting the kidneys. Recent studies have brought somewhat opposite conclusions: blood pressure control (independent of the drug class) seems to be critical for renal outcome, and-even more importantly-for the overall outcome of patients with renal disease (although RAAS -blocking agents still remain the first -choice antihypertensive drugs in this population). 5, 6 
